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INTRODUCTION RESULTS

* Lorlatinib demonstrated s_ub§tantial systemic and intracranial eff_icacy In th_e Baseline characteristics Progression-free survival
global CROWN study, achieving a 7-year PFS rate of 55%.! Consistent benefit « Between August 2023 and June 2025, 189 patients were enrolled across 9 centers (CC, n=85;
has been reported In Aslan patients, supporting further evaluation in broader EC, n=41; RO, n=63). Most patients had stage IV adenocarcinoma, and 29.4%-34.9% had At the data cutoff of 20 June 2026, with a median follow-up of 18.5 months, median PFS was not reached in any
Chm_esi :cl)opulatlons In real WO!’|d settings. I\/Iloreover, frequent cquvenﬂo:ual ba(sjellne b;am metas_tas_es;llzn gt(r;e Ffzo cohort, f_lrrstt)lllnle ALK-TKI was third-generation in 57.1% cohort. The 1-year PFS rates were 88.2%, 90.2% and 82.5% in the CC, EC and RO cohorts, respectively (Figure 3).
- - and second-generation In . ot patients. (lable : i : i .
on-site follow-up may add_ o patlent bu-r(;Ier_l and lead to premature withdrawal. . Jen "oTP ( ). * PFS benefit was observed irrespective of baseline BM status, with 1-year PFS rates of 90.0% (non-BM) and 84.0%
« CTONG2203 evaluates first-line lorlatinib in CROWN-matched and expanded-  All patients received at least one dose of protocol-assigned treatment, and as of the data cutoff _ _ _
eligibility patients, alongside a real-world observational cohort receiving on 20 June 2026, 142 patients (75.1%) remained on study. (BM) in the CC cohort, as well as 92.6% (non-BM) and 85.7% (BM) in the EC cohort (Figures 4 and 5).
physician's choice of ALK TKI, and explores patient-centric adaptations to long- Characteristic, n (%)
3,4
term fO”OW-Up. ’ Age, median, years 55 58 50
Sex Overall PFS by cohort
e 39 (45.9) 23 (56.1) 24 (38.1) ; ootk test P = 0532
METHODS i 46 (54.1) 18 (43.9) 39 (61.9) 100- : 7 R
= i
L - - - ECOGPS 85 (100.0) 36 (87.8) 61 (96.8) e —
« The CTONG2203 trial I1s a patient-centric, prospective, 3-cohort, open-label, 0-1 0(0.0) 5 (12.2) 2 (3.2) : W
multicenter, phase Il study (NCT06092086). All newly diagnosed patients with ALK- =3 751 ; S eeelge—
- : - : Smoking status ) ! '
positive NSCLC were consecutively enrolled within the same cross-sectional Never 2‘11 gi% ig ng% 576((1818-15;) = | —
enrollment window. The study assesses lorlatinib efficacy, safety and resistance in a Ever | | | 3
. . . iNi = . I
broader population and characterizes real-world treatment patterns and survival C'I'I'I“Ca' stage 9 (10.6) 3 (7.3) 8 (12.7) g ¥ :
(Figure 1). v 76 (89.4) 38 (92.7) 55 (87.3) 0
« The prlmary endpoint IS- PFS (rvyPFS for th_e RO c:(_)hort); se_condary and exploratory Hl;»éfgr?géfammoma 83 (97.6) 41 (100.0) 59 (93.6) e :
endpoints for treatment intervention cohorts include intracranial outcomes (IC-TTP, IC- suameus el carEinme 183 888 188 G B8.2% (1 6%-55.4%)
ORR), ORR, OS, safety, PRO, and lorlatinib resistance/post-line treatment strategies. NSCLC, NOS 0 (0.0) 0 (0.0) 2 (3.2)* : =~ EC:90.2% (81.6%~99.8%)
. . . . h ' ' ' : RO: 82.5% (73.7T%—592.5%
« A patient-centric flexible follow-up model was developed based on patient feedback, other _ 0 : - | |
h ethi | dd idat _ 5 Baseline brain metastases 25 (29.4) 14 (34.1) 22 (34.9) 0 & 12 18 74 20
with ethics approval and data validation (Figure 2). \I\(Ies 50 (70.6) 27 (65.9) 41 (65.1) Progression-free survival time (months)
0 MNumbsar at ek
Ventana ALK (D5F3), FISH, PCR or NGS-confirmed ALK-positive advanced NSCLC Fiﬁ’)tr':g:ﬁ]ﬁ;l‘K'TK” 85 (100.0) 41 (100.0) 36 (57.1) RO BS 82 [ 47 13 7
| | Second-generation ALK-TK| 0 (0.0) 0 (0.0) 27 (42.9) Ec 41 39 37 23 & 4
oz B3 28 a1 33 19 6
[ Treatment intervention cohorts (N=126) ] Real-world observation cohort (n=63) Table 1. Baseline characteristics. *one sarcomatoid carcinoma and one adenosquamous carcinoma.
I | T four patients switched agents during treatment without progression.
Screened against the CROWN criteria P . ' —Mei '
[ | ] LOrlati:filg,sglzgacrtlizi;flglrci:ga?ifn?tl).,l(eg(allrtinib’ Tumor response Figure 3. Kaplan—Meier analysis of PFS by cohort.
T i N A, iruplinalkib, ceritinib, crizotinib, etc. * ORR was 94.1% in CC, 92.7% in EC and 76.2% in RO, driven predominantly by
CC cohort (n=84) EC cohort (n=42) partial responses;
| ' « DCR remained high throughout at 98.8%, 95.1% and 96.8% for CC, EC and RO, "rS by beselne Bl status In e O oo e P00 PFS by basaline BM status in the EC cohort
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[ Lorlatinib 100 mg once daily ] respectively (Table 2) _I:‘L—I_‘_F_I*—‘LH_L 1001 _:|—|| rogrrmnk iest, = 0.665
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[ Treatment until progression, unacceptable toxicity or withdrawal for any reason J (n :41) E 55.;
ST T P U N S R TN T R Y R S T P N TS S N T | E %
: Intervention cohorts: plasma ctDNA NGS at basellne,_week 4, week 24 and PD; tumor tissue NGS at baseline | Type of response, n (%) 2  «
‘e _______andPb,ifavailable _____________________________ l o &
Sample sizes were powered on PFS (one-sided a=0.025, 90% power, 15% dropout). CR 1(1.2) 2(4.9) 4 (6.3) * : a
Figure 1. CTONG2203 study design. PR 79 (92.9) 36 (87.8) 44 (69.8) = 5 25 .
=D 4(4.7) 1(24) 13 (20.6) i T ey 5 Aaferriroprtery
Original CTONG2203 Follow-up Schedule PD 1(1.2) 1 (2.4) 2 (3.2) 3 ; EIE Y % - ; EIR—" % %
(CROWN_aligned Design) . N Progression-free survival time (months) N Progression-free survival time (months)
e Innovation Modules NE 30 (9) 41 3:; (293 )7 48 C7) 6.2 B 60 59 54 32 9 5 o 27 2 25 14 3 2
9 On-site Visits Every 8 Weeks ORR [95% ClI] & i) ez, ot 25 23 21 15 L 2 et 14 13 12 ? 3 2
SUBBEE  Extended Assessment Interval el el TS forr 850
. After 24 Months of Benefit DCR [95% C|] 84 (988) 39 (951) 61 (968) Figure 4. Kaplan—Meier analysis of PFS in the CC cohort by baseline brain metastasis status. Figure 5. Kaplan—Meier analysis of PFS in the EC cohort by baseline brain metastasis status.
® Eﬁ Eﬂ_ All Lab Tests at Study Site R =NRVIv Imiaging Interval el a ot [93.6-99.8] [83.9-98.7] [89.1-99.1]
o Adaptation Table 2. Summary of tumor response by cohort.
el *One EC patient received study treatment for 10 days and discontinued without undergoing any efficacy assessment. CC, CROWN criteria cohort; EC, expanded eligibility criteria cohort; RO, real-world observation cohort; NOS, not otherwise specified; aNSCLC, advanced non-small cell lung cancer; PFS, progression-free survival; BM, brain metastases.
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~30% requested fewer visits

e 2 withdrawals due to visit burden

« To our knowledge, CTONG2203 is the first patient-centric study in ALK-positive NSCLC that enrolls a broader population across CROWN-matched, expanded-eligibility and real-world cohorts,

| N = ~25% Used Local Labs | bridging the limited CROWN Chinese data gap while expanding real-world evidence for ALK-TKIs.
/9 ¢ Travel Cost 4 / Q No Additional Eil Bt e @ Data Integrity
\—’ )/ Time Cost 4 Burden-Related Dropout Crt s e e Maintained : : : : :
i N Dta Acuracy & Sfty Mlntaes e . Response rates were high across three cohorts (ORR 94.1%, 92.7% and 76.2% in CC, EC and RO), with encouraging 1-year PFS rates (88.2%, 90.2% and 82.5%), and the PFS benefit was
@ 'B<9yTakeiwavloAtfludipr:':tfort"a:iet"t-lcénttriﬁ Ifilal Detéigtn S observed irrespective of baseline BM status. These preliminary data suggest consistent antitumor activity of lorlatinib in a broader Chinese patients. Longer follow-up Is warranted.
Y Incorporating patient reeaback 1o create adaptable Visit scheaules, patient-centric trials can optimize
= pton L » By integrating methodological quality with real-world representativeness, CTONG2203 provides a pragmatic trial paradigm. The patient-centric follow-up schedule mitigated visit burden without
Figure 2. Patient-centric adapted follow-up and outcomes. compromising protocol adherence, offering a feasible blueprint for future lung cancer trials.
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